which stands above unity in healthy people and notably below in infectious hepatitis. While the increase of serum transaminase is generally ascribed to extensive necrosis of the hepatic cells and the consequent passage into the blood of cellular enzymes, the inversion of the ratio has not yet been satisfactorily explained.
A series of clinical and experimental observations made during the last two years has enabled us to reach some interesting conclusions. Our clinical researches concerned about 100 cases of acute infectious diseases, including infectious hepatitis, rheumatic fever, measles, scarlet fever, whooping cough, chickenpox, infectious mononucleosis, mumps and poliomyelitis. In some of the abovementioned diseases multiplication of the causal agent in the liver during the incubation stage takes place, and liver damage is frequently observed at needle-biopsy.
In estimating the serum transaminases we used the method of Tonhazy, White and Umbreit (1950) ARCHIVES OF DISEASE IN CHILDHOOD necrosis that is present only in this disease. However, we found the ratio inverted without a considerable increase of transaminase in a certain percentage of cases in other infectious diseases; we never found inversion in healthy subjects (Tolentino and Rossi, 1957a) .
In numerous cases of hepatitis we estimated the serum transaminases throughout the course of the disease and observed that the values decreased with clinical improvement and rose again during relapses. The last pathological finding to disappear was the inversion of the GOT/GPT ratio.
In some cases we were also fortunate enough to be able to show that the increase in serum transaminases occurred very early, appearing about a month before the clinical manifestations. We observed this in children from a school, who were in contact with hepatitis patients. Fig. 4 (Tolentino and Rossi, 1957b) . Since at the beginning of the incubation period there is sufficient necrotic damage of the hepatic cells to induce an increase of transaminases, and to be manifest at biopsy (as demonstrated in one case in Fig. 5 (Kove, Goldstein and Wroblewski, 1957 ; some cases of ours). We sought an explanation of these phenomena in animal experiments.
This research gave the following results:
(1) In guinea pigs bile-duct ligature produced after only one hour a very quick and remarkable increase (about 10 times) of asparticketoglutaric (GOT) transaminase and the damaged liver (Tolentino, Nordio and Rossi, 1957) . Supernatant phase (,umol./mg. N.) .. (Table 1) (Tolentino, 1957) .
Previous research in our department had demonstrated that antigenic stimulation, such as provided by vaccination or infectious diseases, produces a hydropic swelling of the hepatic cells related to their increased function. The simultaneous internal displacement of transaminases in the cell may be responsible for the inversion of the serum transaminases (without a significant increase) in some infectious diseases. In infectious hepatitis the phases succeed each other: there is first, hydropic swelling with internal displacement of enzymes, followed by cellular necrosis and a consequent passage of cellular enzymes into the blood. In obstructive necrosis, produced by bile duct ligature, on the contrary, the first phase, the internal displacement of the enzymes, is absent and therefore there is no inversion of the ratio in the blood.
